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-jlT^#17JIR. »169*, ^'J/Mf'Jr-ya^ £11*^ p.605-608 (198330 , *r 
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7?;v*;i/*+y, 7y->K 7'J-W^-a fi^JV*/^^ ©StT;v* y W 

7D/f;K TD^l/t^fv', TV-^T**^^***^ *;VsK^v> ®i$7;V 

=r^i/5t? i&j$T;v*;v#;w^-f ;K ^©i&T^^.'W^'f ;k 7;i/*, 

[0 0 2 2] 

<a «r;v^y ;K Mt;v* y" 4 ;i^*v, S§7^3^->*^*-K »T 

)V * )V jj )V j )\y ^ i^MT^JV^W^^ >K fift7JV3^fyy;;V*-JK IS^T 
;i/ -7 r * 4 X W&KkT fr* 7 r * >f JK^I&SIT ;V^r JV£&:9-f4, TtufB 

«HBfcRHfc-e**o «7;^;v7 5A v|;ft7;K;^^'f ^^J;U f ytt7 
;K ^7 b ;i^y&*&&f £>*l& 0 7'J -^7ii'*/^H^v'©7 l J - ;v T ;v ^ t 

i^Ltlt ^iJx-if Kn^v, fti|7;^^y, s^uyy^ 75A T5^K, 

IBt |H|*-c£>&o 
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WKH^SttST 5 7 gfe#;&n& LTtt, 'Jy'v, ^'Jv>, 7x^jV7 7->f W#io 
[0 0 2 4] 

-ffrfe-flKDMU #<&BH47-26516-^<&#, v^-^-*7-7-tW->7^1'-^57M; 
- (J. Med. Chem.) „ »34*, p. 1431 (1991^) x *7 • * f 4 -> * • 

(J. Med. Chem.) , #36fc, p. 1333 (199330 , @l£4!?ei*92/06976-^< 
>7l/7f, #§§¥6-211856-^<2rlfc> #^¥6-239862"t<Zr^ Si^H§fg95/23165-§v*> 
71/-/K #HJ S P6-16559*&«1, SIR&H! ^94/01114^ > 7 K fflF^<2rW^99/12 
546-55-^7 7 W K B^ffiH99/35147-i->'N 0 >7Py 1*^1^11375 e*ttfc>fr$;T?;i: tzM^: 

mzft&mmfe. iitm was, $tm, mm, &m?v-?v777 4 
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SD3MStt9yh (#£220-280 g) £ll£lOEffl V>T#im£tro fc c 

2o^)^^ib*^ v"^ • (shuttle box) (TK-401S; J.-3A) £JE 

#!iafc*#x.*fe*-c)6*e>4 mm^mvm'&W) (m&mmzj:&®mTWi) 

fco |£?T<^ii&0iIU-}±5#R3<£>^PS (interval time) t *) , ;&H]jtPI$i£50ifrb-/l 
[0 0 2 9] 

IttMfrfrtttt, 0.3% T«rera-80 (*#S*1±*t ; 0.3% Tween-80 
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Liz (tUfcft-frWaW) • ±fB7? HC0.3% Treen-80»»M>*fclO mLAg^^S 

T% t«IW> IB* Wflffc U tt^o 
lOM**«>«Wf»i, A-V^a^a-^ (B*UMl PC-9821Xe) K&m^y*~ 

50Kff^"C C £ v^lHS^L^M?: 0^100% t L£) ^i^RJBflfWP 
<£OT (^Wfi^TfcSLfclSW) tSF^^fcifctSELT, Steel-test (c X tyfootzo 

[0 0 3 0] 
[^2] 



2 



(4S-5-* mg/kg) 


(%) 






90.8 


99. 1 


*fc£*2 (0.03) 


96.2 


81.2 


fc£*2 (0.3) 


97.2 


64.9 * 


fc£^j2 (3.0) 


99.2 ~ 


65. 3 ~ 



Steel-test: *= p < 0. 05; ** = p < 0. 01 



[0 0 3 1] 

-ffc^2<?5S#^J'i3^T. »jKft#»t-^*t*ia»^ (90.8%) J: ^Wv^M** 1 * 
*btut 0 2 (3.0mgAg) <7>&#i£ K £ v> T „ |IK»rt f *r*fc.h5-Lrt: (p<0 

.01 : Steel-test) o — ^ , 

-fb-fi* 2 *=*v>-r. «F«|fe^-»tw*s»tS^lfttr^THKt^:«Fra(99.1 

«v>ll>WT?^|Mf*$gTL/io ffrfr* 1 (0-3 mgAg) & X zm&m 1 (3.0 

mgAg) £ v> T , £K?r£T L fcWFlU *»«€■ tL^tt** &*S 3 (* ^ 

*ip<0. 05i3 X OVO. 01 Steel-test) o 

TA/lfy3Mttt9y h (#*»100 g) fclg^EJB^T^ifefcfTofco 
[0 0 3 2] 

5UftWII!S«iftf*tt. l.lmAOm^va >y ? * ? > fAlZ^^Z Z tti sr %m%A7-> 
V*<DifcrV y F£itV">/.:f£gi3t (40 cm x 31 cm x 29 cm) Srffl^Tfro tz 0 
tt, flcO— ;H£0.5 cm)f©r7^f (15 cm x 5 cm) S*IT:J3 »3 , ^7 

[0 0 3 3] 

MW****:lfe, Jrr<&K*«#«St iB«4:«#Lfc7y ho** SAIL 

TlOfcKfflv**:. 7^ty7^f'^¥Stf^ t«5WF^C*M*fil*jfti:UT, (1)7 
y YifiWmX n\z.mm £<fccF(2) 60^m^@<#£*LT^mt StL& tv> 

10 0 3 4] /e 

KSMfc^ftH, 0.3% Tween-80fc^i-S&S>!M>5g»ifcfc LTJBW 7.3*7 5 > (S 
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copolamine) iiH^TfC (SigmaSD ^Itatfv^o 

mg/kg (2 mL/kg*>#*) JsittWHfc^ G^P&4-) £2 mLAg<^#:l^lW&#L ( 
fSi£lb£«#i£) . # 2B# N m £tt «J 0 »fr » <S> « * Uv>i*^^ 
Lfco Sim. SttttHiaff«l*:«Lfc9y Mr. %m Vtz&1z1* %KQ.Z% Twe 
en-80»ifc*5**2 mLAgO#*Tiin&#L;fcfcO£^&-5-8^ *^3# 7 5>0 
**1 mgAg (2 mLAg<Z>#£) TfeTS4 1 O * * 3 7 5 >S4StL/:o 
[0 0 3 5] 

LT. MfiOX 2 ^ (Two-tailed Chi Square test) K£*)ftotz 0 *<D&%:*& 3 f8Et-^ 

[0 0 3 6] 
[ft3] 



f&3 



(i£4-* mg/kg) 


7 y h <^fJ-^ (%) 




26/32* (81. 3%) 
4/32 (12.5%) 


^7^ + jfrg^ 2 (0. 3) 

^=3tK 7 s: ^ + 2 (3. 0) 

^j^7 ^ >• + {b-&ya2 (30) 


17/32* (53. 1%) 
24/32* (75. 0%) 
27/32* (84. 4%) 



Two-tailed Chi Square test: * = p < 0. 05 



[0 0 3 7] 

9 y ^3**7? y £ Jfctfc LX^M ^itjfJD U tz (p<0.05 : Two-tailed C 

hi Square test)o 
[0 0 3 8] 

(1) 7 9 9 • -i-n^vn^* (Acta. Neuropathol. ) , 87, p. 484-492 (199430 

(2) yv^V- (Brain Res.) , 729, p. 55-65 (199630 

(3) ^j.-n^^^>^ (Neuroscience) , 79. p. 1039-1050 (199730 

(4) 113, p. 85-95 (199930 

(5) 7,\u-9 (Stroke) , 26, p. 1415-1422 (199530 

(6) JB#&, 49, p. 639-644 (199750 

(7) vt^--X • vt-t)!' • tT*- 77-"73Dv f - (Jpn. J. Pharmacol.) , 75, 
p. 443-446 (199730 

7a?-iitt7 7 > (<f$s2io~3io g) &miovzm^xm%fc*ffviz 0 

[0 0 3 9] 
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#12 0 0 3-4 1 0 4 3 2 ^-v> : 9/ 

t'Jyy; SR-6) fc@£Lfco MIR (A 2.0. L 2.0, D -2.0) fc*3E«ffi (.xclj-7^ 
tV**; UHE-100. IS-- Yfr94-f) WXLfc. **^H«ffi (a-- 7 > 7- -f * 
;v) ^7 7M^^^ 0 5 7 h i:AI«f t^t (->7^$8tf#r; SN-480-7) fciOA 
IPfMJSU AI«^fi£^LT7lcf?f#*i&40 mL«rftl5^MPHtT2, 3031*11 ft 

[0 0 4 0] 

^$tw^a^tLTV^ifc|t^lC#^8^:^l^ (12 cm x 60 cm) kt't©'/?? 1* * 
-Art»"bfc*K 3feK«!>5isJifcli«Illffi5^^ ! Sr11<fe*0<Jar* (SCS3 cm. cm) 

C*v>t4o^5)i'^tl|iOi:SLfcW3IS?»*l6«}?i"PSfitfco 
[0 0 4 1] 

*a»«iofc»±, ffi«aim*&#&it<&4aiBifcj:$H#u mim-sb mmrb * 

^tll^a, lB^ttffwWIil**. i»15fl-OtWfMBIC'C10HWa«L , r*JiL 

•Tn7*£1I< jfelfcfcBSLTtt, CttSriWWaiW*— 3fet- b^o 

W*f&fr»tt> 0.5% ^;v-b;vn-x (MC) *&*tJH£#*. 

mh&^Ltz {f&mk&m&^m . sua. ±b«¥«m 9 7 h # * viias**! 9 

7 Mc, -etL-TttO.5% MCW*^10 mL/kgO#St?. £mtrlJB&mi$|B|flrK£0«t 
[0 0 4 2] 

<DM$L$k (M&M$m) RM^* * Bonferroni«9#mttPlE*fc (Bonferro 

ni-type multiple testing procedures) K.X t)ftvtz 0 -^r<D^^M 1 t'7Pi"o 

W&T&Wbbfrlz (p<0.01 : Bonferroni<7)#M14PS^)o 'fb^ 1 (1 mgAg) 
mt&mi (3 mgAg) **n^ti4ft4-Ufc|^ft^tK##^tt^ W«»1&*IS*CJ: 
o T^C^^W^^t^teT^tt-rtL^t' (P<0. 025£ X Tfp<0. 005 : BonferroniO#-A 

[0 0 4 3] 

ttfcJB^^B 4 : g@jeftM^^^^lt (non-matching to sample) 

^f$l&t±> K7 7 ^ • -r'-^n 7 7V > h • 'J — (Drug Dev. Res.) , 35, p. 83-95 
(199630 lZ%i1&V>JS&lzm CXft^tio 
[0 0 4 4] 

(Han) mitti- 7 y V (#S200~250 g) *li£lOEfflv»T£«*tro fco 
2Ufc£*±&j»i& (45 mg^fl^l^ b fcf&tt) fc3fca**3l&*5*;Wt-3o 
£) fc^l" 36 (30 cm x 25 cm x 30cm) £fflv>, %lfc&#«>:3> hn-;V&<£ 

t/7*-^^j»tt % MED.PC7*n^9 A v^xA b MW) Z & z\ b iz 3: 0 gtfr&^tro/co 
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[0 0 4 5] 

fUfrffrfrq&tt. 0.5% ^f-ju-fe/un-* (MC) &fflttJB3K«* (^Sitt» 

jfe, JifB©W*-#Lfc3*SSIH*$*:fc9? hfc* 0. 556 MCv#*£tf>*£l0 mLAg^>#ST- 
[0 0 4 6] 

*ftt, one-way ANOVA-Studenfs t test£ <fc <9 If o tz a *-tf>*t*S:fM * W*"o 
[0 0 4 7] 
[«4] 



(tS!^* mg/kg) 



(0.3) 



i 



48.3±2. 9 



49.7±2. 1 
NS 



3 01 



39. 4±2. 9 



49. 4 ±3. 4* 



501 



47. 7±2. 1 



60. 0±3. 0 



45.4+1.6 



50. 6 ±1. 5' 



Student's t test: NS = Not Significant; * = p < 0. 05; * * = p < 0. 01 
[0 0 4 8] 

±i.5(%)fc#*fc*liniLfco 

tflBte. fx*. B*U BWL a6tf*o«o*^:*l6*3fc#*J:O t /*^« j «l»"*'* 
[0 0 4 9] ^ 

e,©iliasii^ ^jiifSW, gpt*tt*fta (&t. Mrt^iirartrt*^ 

ffi|E# 2004-31231 16 



#M 2003-410432 
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[0 0 5 0] 
[0 0 5 1] 

Lt^gP ^ ^ i ^ I , -e-w^fflfi^ J: O 5 ^-^- III ^: . U^M. B 
#*5$Mtf, ^*t^tcJ: «3 l~100Bg/60kg/B, »4 L < {±l~20mg/60k 

g/ 0 £— B -0 1 tzlt&m Kfl*»fCS#--T* 0**StST?* * o 
[0 0 5 2] 

iiiifew i ] 

[0 0 5 3] 

tea* 

-ffr^ft 1 <04Og, 9* h-*286.8g£J:tfJi#*^»60g*:il'&U iW:kKD*v 
T'n e;v-fe;i/n-xoiO%7jc^?Sl20g ; S:t)nx.^>o £0*i^£1£ft^«fc O^i^U 



[0 0 5 4] 

t Kn^v7n tf;i/-fe;vn 



7M±$*RT-151D -e*T 



%fro-C, ( 1 



20 mg 
143.4 mg 

30 mg 
6 mg 
0. 6 mg 



200 mg 



I 



mm 2] 

[0 0 5 5] 

2 O200g, T kf -t? ;V995g& <£ ^ f7'J >Bfe-r^^->9 A5g*#tetwi 0 iR-fri" 



( 1 # i? 120mg#: 

[0 0 5 6] 

2 



:) 



(ZanasittSSL LZ-64S) * "9 > ^- K* 4 # 

fcft* U * -7* frW (I*"/* t> f&teJ&53-20mg 



20 mg 
99.5 mg 
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12/E 



0.5 mg 
120 mg 



[Hife®] 3 ] 
[0 0 5 7] 

mm 



mg£-£;fi-r&) 
[0 0 5 8] 

« -ft^ 3 2 

fUSl^ Xyft 200 
flUWPftV^"^^ 24 



mg 
mg 
mg 

50 mg 
1.72 mL 
2.00 mL 



mmm 4 ] 

[0 0 5 9] 

5^?V-* T,, H15 (^tv^fh^ — 678.8g^J:O f ^-Y7--/V < -;V™E75 
( ^ tV/f b y„^±g) 290.9g*40~50lC"CiiF»$**o d*t^^» 4 <7)2.5g, 
fg-U yf^'J ? A 13. 6g*5 J: f&=: 'J >Kt h 'J * A14.2g**fte*LJ&— 

[0 0 6 0] 

^ 4 2. 5 mg 

i)^f "/ V- ;v™H15 678. 8 mg 

-fV- ;V TU E75 290. 9 mg 

— y *; 9 A 13.6 mg 

— ij >-M -j- MTfrA 14.2 

1,000 mg 




[0 1 ] Mttl»fttt*9 * h©a»**tt*fc**t*<fc*W 1 ©»**wLfc* 
[#-tora] 

[0 0 6 2] 

mgAg) 



-o— 

— z^— 

-□- 



1 (3 mgAg) tft#P 
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Kb 9] 



(I) 



(») 



Jfcttfi«T^-^*$U R*l±y^D7M)K -(CH 2 ) n -R 5 4fcti±BBS:(II) 
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m m a 



[000001029] 



1 . B 
ft £ 
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